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13 CA240-1723 (A1) 



Abstractors 2003180399 (A) 

PROBLEM TO BE SOLVED: To provide a method related to an A-C repeat Z-sequence upstream from 
an aldose reductase gone. ; SOLUTION: This characterization method comprises determining the 
value of n or the (A-CJ<SB>n</SB>repoal Z-sequence associated with each allele of the aldose 
reductase gene of a subject, and characterizing the subject as having the attribute OF preferentially 
benefiting from the administration of an agent for prevention or treatment of a disease or pathological 
condition that is mediated by having at least one allele of the Z-soquenco wherein the value of n Is less 
than 24, with the proviso that the value of n of at least one allele of said subject Is determined to bo 
less than 24. The method of characterizing the subject corresponds to tho polymorphic A-C repeal 
sequence located approximately 2.1 kb upstream from the aldose reductase gens. The moihod of 

' - athotogical condition Is also provided. : COPYRIGHT: 
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DDM) fcLTfc«Mi4lfitW8«, JUtMvxy 
:4HK#ttMBffl(NIDDM) t Lrttttii* I I 

[00221 A-cmm#24*mn7Mm (t%£> 

&rdiitimwnmi. mmnsmiM < a > 
HZEflt. ffls. «tts*«i{R£*rf4, m&±Min 

«. «ia*fcj4a« : ftA^ ( c ) m.tmtimm 

<*>IB«*fiCrt>*t. ftZE*iJ«##A { , i o Lfc«&S4fc 
OflttS(0M(»t(i. JMEHSfcCfco-C, 4fclilUJfc 

<o«!«BBtfflA^*r. ta«9i&si3ii4K»4 

ttii&£A { &4f;.4. IB^frtt»wmffifctt. ME^I 
ifttJz^T. 4fc(±lEUiWft!l«!l!!Hta»*i3*r 
3!&8.r£it4, l«±e0»#C*oT. $*»<«) 4 

4fc(i£3MJK> *4t4. lfcLtORtt. * 
»4fc(iHi***3l&IS£i\ ii«gA ! £4fi4. 

[ o o 2 3 ] m. f aKs«t»»L 5 sta j u. ai»fr 

#y*WR (fftt.l?7h 'J ^AfcJtf* it 920 . 7A- 



(N. N' -j/Xy^xfi/^y'TSy) . ay 
y, yx:?/-jw£y. x*uyif75>\ -x^s 

rt/7jc*f-^7Sy) . ^*X-f-^TS>, Wi/'y. 
huM?$y (2-75-/-2-tHD*^j{f-rt'- 

i. 3-ro^y^*-^) fcitxrojM vftfcvy^^ 
W7Syfc0fflfrfcv>tt*^*4ft4fc:eel^ft4. «w 

r £?ftKffgL?4Sm;!jniSj izii. mZZiiZhli 

y y>Bc**. bek. ^?8S. ?x 

x^iwiytt ( hi^U-h) ffl«r^w«*t*4*i4t 
«gj 4fcli£H«KPJtt»*J**tr. *Wa»KWi4 

4ffi. Hff*t£4ft4i:S*iS*i4. 

[ 0 0 2 4 ) S5i r 7D H7 j (i. -3 
j^fl^4fcli^*tt»S£ftLT. in v i v 
o-C3S?P!5:aaiT4. S0HB?ffiKT*4fl:afc£flrt" 

(Hitf. &)S?Wp H«ii4 fc . 4fcli»$ft!tt& 
iltt. WH7^. S4U«Bfc3Hft*fc 
4) . 

{0025] 

[ft9I«#£ttO$ffi) Graham^, J . Bio 
J. Chen. , .266:6872-6877, 
1 99 U::«B&£*14 7/H«-AI^?*— « 
aeH*. »7«7n 3 5««C. itj:* 1 8 k b 

(cjgo-c^o. *L-c*y (A) i. 

3 84 7 7l^3r^K«)mRNAUe5Sft.4. *«flfl« 

R^-nr&mmiiLn 2 . 1 k b jtawa atr 4 . 

[00 26] A-CKiSK* ( 18*'^2Syjt^p3i-f 
KOfikOKH-CAS. A~CKfSmiS«l lwWiiB(£ 
WHJgS*l-C*-CW4 (Shahfe. J. Cli 
n. Endocr. Mctab. , 83:2886 
-2891. l99S*m*ti*:") **Rtmit 

SBisKli. Shaht, J. Clin. Endoc 
r. Hetab. . 8 3:2886-2891. 
1 9 98ICSaaSft4-tyXtJjtl^7>'f-*>-X75'f 
?-Sflft^#y^9— e«KRl6 (PCR) IHStJt 
or. tNHffitfiti. 2 4yjt?U*-f-HA- 

CR«-&?rt4Mjt3aei t -Cli. ft^ 1 3 8 b p-CA 
4. I 38bpSll«Offiyi»i, Kot. Diabet 
es, .44 (7) : 727-732. 1 995WE1 
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[0027] 1&Vm. n<nWt2 4*fl?*4, Tit 

v-Auytf— mm-tom?* <a-c) b r« 

ZRfl«»4a£* £d«5r< i: *> 1 -3*r ^4 i 1 1 

jj^&£tf^4fctt?Kr&£&tr. c5Lfc&£4 

II Kot. Diabetes. 4 4 .( 7 ) : 7 2 
7-7 32. 1 99 5(4. MBSffi*"ff 5«»«a*» 

owners*. miBffiSffis&v^asssa^K^aGTF 

fc«!fe«:Kttt4. H*K. Heesom&. Dia 
betes. .4 6.(2) :2S7-291. 199 
7(4. Hato^SIHV^. BSfilfffitf. n#2 4* 

Lfc£fcMetW4. SS&Hctf. KofcitfHees 

**24*ia-'Aa. r^-xi^*— eae^tn 

1 4K Sf S !S)^(i£T'ft 4 C b im hftX'hbo. 
[0028] 1 OOJKt*<:i5V>t . n^ffltf 2 

4*ifif£>4, T)VV~7^y99~^&{-tm&-f 

ft ( a - c ) ,Kazs!fla*ttae? 1 1* 1 

BStttWaM-i^WiE?**. CoUc£W£ICl4. tt 

mm. mmm^mm* wmvm.. mm 

* LT#ft9l«Bi*5K-fr4ii4 . 

[0029] wtwmi*m.&tztiKX , ttftt&s&fc 

4; W6JSE4 *(4^|tK£(4. n 2 4 *«-Cft 4 BSE 

zsfl«saiBE¥£;Wf< fc t> loirtiitfcjco 

tOfcttOJH (^HWCfc^T. r « («) J t 

fi^4^(jmA { $.4) OBW-KHWi. £3 UWWi, 

14. SB3tfe#»tttMi**ffitJ:-»-C. $&K1S]£ 
TOStA*. JW8»*B«M-ft«li. 
te&«£8^<Robison£>. Ophtha. 
Into 1. Vis. Sc i . . 30; 2285- 
229 2. 1 9 89) . SftPS (Dvor n i It 6. 

Science, .1 82.: 1 146-1 148. 
197 3) iUtf-A-o/^- (Green*,, N 



e urology. 53:580-591. 199 

[0030] ftwjflcn. ^w-xv'O^ffiT^- 
4*»*fcliS1«-r*Ot?f««:fcW* t *4*i4. IMS/ 

3E**jkU-CV»4 C N - Engl. J . Med., 

329.: 977-9 86. 1 99 3 > . ttt>&&ti 
jeffla»4ftli»MCft!Rif*i«itt.a4L<*i^ 

dfy*-*ISB*04ftt L-CM!1-4^limA { A4i:iS 
8B3irC^4. V^fh-^w^ffitpg^ft^i, N 
AD PH. *sM /S^h-ik Ka'-K'«E#ftATP 
T— W>8<W3 J: N A D H / N A D 1 Olfljjll t'2> 4 . 
y^t>-/W>«H. jfetffcNADPH. s^y^h 
-;M* J:tf Na* -K'.tfiffttAT PT-- tfflttiWi. ti 
eaSfcWaf .Winegrad. Di. 

abetes, .3 6.: 3 9 6-4 0 6 . 1987: 
Williamson^. Diabetes. 4. 
2:801-813. 1993. 

[oo3i] mt, a y 4 ^x ij >#i6Rfiftx 
;M;-/HM:£#). y *) a-y * *x* y 5— was 

M (OP 1 K fcT/T-M KlfFK^rJ-XiBfiHlSf 
tD^^7T?-*'~ 1 B (PT 

p - 1 b) am wr+i?A**r+r~ tf i v ( d 
PPIV) HLSffl. yij3-yyy^-s*t-i?- 

3^-7 (GSK-3/9) RHfflK ^^df^V-iiS 

K9&*fifFffl (SSRIM) . 3-bHD*i/-3- 
*?7^/lr*y^»»*AU^7*-4fffl*fl (X?f- 

yffi) . r-rsy&K (gab a) t^xk 
**Try^ysw»« (ace) hwh. ry^ry 
yy- ii (a- i i ) ^s^ry^^-^h. *a* 
•/XXTT7— trss ( pde- 5 ) awn. *y =r-^ 

ISMffin* V^t'b-^ftKnyt- tfjflffiH (S 
D I ) tiJ:lfr*K-XU^^— tift«« ( AR I ) 

[00321 ^114. njKr5f-as/y*;i7r*-tf- 
1 B (PTP-1 B) ffi«H**^TtJ:V^ fflsS, 
n^M7T?- «f- 1 BH»fflli. ^ni^y 
*X7t9— e-lB£Ffl^4^A^4^tmr. P 

tp- i b(4. "f y^ 'J vtf'mwvtm-z-thffi. 
[oo33] nsn&PTP-i Bn«m. 

SBHSHE-ffir-yt-f. afetfejtf4UiiaiEft*iJttf 
4:US 6. 251 936. US 6,221.90 
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2, US 6,057, 316, US 6.001,8 
67. US 5, 753. 687, WO 01/462 

03, WO 01/46204, WO 01/4620 
6. WO 01/175 16. WO 00/5358 
3. WO 9 9/58 5 18. WO 99/6 14 3 
5. WO 99/58521. WO 99/5852 
2. WO 9 9/58 5 14. WO 9 9/5 85 2 

0. WO 9 9/58 5 19. WO 9 9/58 5 1 

1. WO 9 9/614 10. WO 9 9/1 55 2 
9.MaIamas, MS£>, J. Med. C 
hem., 4 3:995-1010. 2000, B 
leasdale, J E £> . Biochemist 
ry. 40: 5642-5654, 2001. Wr 
obel, J . £>. J. Med. Chem. . 

42:3199-3202. 1999. Mai am 
as. MS*,. J. Med. Chem. . 43 
(7) : 1293-1310. 2000. Wang 
h. Med. Chem. Lett. . 8 No. 

4. 345-350. 1 998, Tay I or*>. 

Bioorg. Med. Chem., 6. N 
o. 9. 1457-1468. 1998. And 
ersenfe.J. Biol. Chem., 27 
5. No 10, 7101-7108. 200 
0. Ivcrsent, J. Biol. Che 
m. , 275, No. 14, 10300-10 
307, 2000. Wr obel h. Bioor 
g. & Med. Chem. Lett. , 10. 

1 5 35-1 5 38, 2000fcJ:tfKee S , 
J. Med. Chem. . 39. 3920-39 
28, 1996. 

[0034]jaii, ^1)*b&7>Vl}l>>m&TV?3 

rf^XMi. ?>W3y%®&bWisil. ZilX. ? 
>vt} ly%m>iz?Mzrym£?z -r t iz £->x® 

[0035] mm^A -dySM&Tyf-l-A 

JiiSftS) CHfiJnSftS : US6. 2 18. 4 3 1. U 
S 5.138. 090. WO 98/04528. W 
0 99/0 14 23. WO 0 0/3 9 0 88. WO 

00/6981 0. WO 98/21 957. WO 
98/221 09. WO 98/221 08. WO 9 
7/16442, Livingston^, Diab 
etes 1999. 48 Suppl.l . 0 
862. Mad s e n £>. Journal of M 
edicinat Chemistry 1998. 



4 1.5 1 50-5 1 57. de La s z I o . 
S . E . t>, Biorganic & Medici 
nal Chemistry Letters 199 
9. 9. 64 1-646. Chang. L. L. 
h. Biorganic& Medicinal C 
hemistry Letters 2001. 11, 
2549-2553. Cascieri, M.A. 
h. Journal of Biological 
Chemistry 1999, 274. 8694 
-8697. Ling, A. t>. Journal 
of Medicinal Chemistry 20 
0 1. 44, 3 14 1 -3 14 9&J;tfGu i f 1 
on. J. £>, European Journal 
of Medicinal Chemistry 19 
98. 33. 293-308. 
tOO 36] JPiti, wfrt£h?Vzi--¥v : sV5— tf* 
i— V~3<~? (GSK-3 B) TV?d~Xh* 
£X/Ct,J:H. &MM&GSK-3 07>9d-X 

izmi^mmwrnrnt. &T<?>%mm. m 
mufttim&mwmnwm (i'«x*wm®izi& 

HlSfUO fcHfitSfl* : US 6,057,286. 
WO 0 1/56567, WO 01/091 06. W 
O 01/49709. WO 0 1/44246. WO 

0 1/4 4 206. WO 0 1/4 2 224. WO 
00/2 1927. WO 00/3867 5. WO 9 
9/65897. WO 98/1 6 5 28, C o gh 1 
an, M . P . P> , Chemistry and 
Biology 2000. 7. 793-803. 
Smith. D. G. h. Bioorganic 
& Medicinal Chemistry Let 
ters 2001, 11, 635-639, Cr 
oss, D. A. E. £>, Journal of N 
e u r o c h em i s t r y 2001. 77.94 
-102. Lochhead. P. A. h. Dia 
betes 2001. 50, 1-10. 

[0037] immtz^xrmt. r/vy T~7frnis 
y— m&m%A.x'i>k\\ *%mmtix. w,> 
%hT>vy r - '/>vn i,y~ m&mm^x i> I W 

b-i), 17 V tlx t>mtlZ>) ; 

a <t n tyff)7tv 7r-^i/ y— mtfflvw®. 

ft(analog). imi*. 7ny?.y?ti£im£ 
tfi}lZft®L?Z,i&W&ZtiZ>. 

i o o 38 ] mt, 4 >ttmmm-%*ii/*~ 

>WmK.£m%A,X'h^\ #5WJP]f:LT. W 

tc^ vx o y^mmx)^->mmit^mm^x 
wn. mww yx>)>mm&z>w-bmit 
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o-^XL (SHAM) fcfCt»<s,iU^'JtxH. 
-X<»»fflH> ;£tfl=*093UK 

[0039] flti. FHW$OW-*HtfjHL 

l^Sfm-f FffK^/W-xiflfiHWHSJIIt.* 
Ti.fcv\ *fflB4rfc:*T+4 Kit. /M7r-y 

[00401 )Hi4. -7-rvy Uy&tytoJtxfflfrTV 

tin. pPARrr^xni. M«. 

ft j; ^ iF«wr w> , >r * * y xpffltaaM^aatisv » 

T. -f^xyyS8fttSr«ttnS*4. 

PPARrrrf-XhSr^^TC^v^. ftSttfcPPA 
RrTrf=AHzli. jaT«#DEHS»: US 4.34 
0. 605 : US 4, 342, 771 ; US 4.3 
67. 234 : US 4. 6 17. 3 1 2 : US 4. 
687. 77 7*iJStfUS 4, 703. 0 5 
* fc© : *W=*0>JHfcl*. 3Si*H<. 7-n h'7 

ARrTrf-^hCli. yfr7V9Vy (darg I i 
tazonc) . l/WWV, X^ymtcn 
glitazonel.rnx < fi»ISH ) tUTt. 

»Miae*/y*v>. isxxfTKv?47 (fiBffi 

IS) fcl*CfcSJ*>ft*n:^y?7>. fciVBRL- 
4 96 5 3tfSSft.4. P P AR rTzf-A Hi. ¥«J 
WftWftfttettLT. ^r/yyy^^taiRWJBii 

AT'. fiO. Img/BKfilOOmg/H. jff*L 
<«. »0. lmg/B*»fefi50mg/HwaSffl«ft 

1 0 0 4 2 ] flit, t W9r* S^Tf-sWOT*'" tf 
IV (DPP IV)ffl*fl**X,Tt,.kVi. fflH. D 

p p i viawHii. HHR. y^rf-^ji^tr-f-^— tf 

IWflM&«WWO 9 8/1 999 8fcllJI*3it4 t»e? 

[0043] ASWSrD P P 1 VfflWffltlt. * 
HF^US 6. 1 24. 3 0 5-^. JfiUS 6.11 
0, 9 4 9#*UtWflUS 6. 1 24. 3 0 5*K [I] 

mm&w&mvio 01/34594^. awo 



99/6 143 H?. SRW098/1 99 989. WW 
O 97/4 083 mUXVtSVfO 95/1530 
99. fttFCKJL Augustynst, 32 
Eur. J. Med. Chem., 301-30 
9 O 9 9 7 ) fcBBiF$fl.4 1» ; &l/l;*CD*K{Kft. 
MWffc. To H 5 ■/ ^fc J: W9S¥ W t !¥« U ? iW* 

[0044] tfiu^taaat. axv&^t. wo 

01/34 594i5j:tAVO 98/1 9 9 98CiSi& 

A<£4. HA«S:4*3£T't. iSa5fcJtff* t &4fflAJ& ( . 

[0045] JPJiii*:. tift>&4)8iftn-bn h->TOK 
O&AHWfltSSRI) fc£X/CfcJtv\ fflfS. 

L£it#ii. US 4. 536. 5i8b£ir&mm 

tih, 

1 0 0 4 6 ] *KW£ UftA'o t figffRfigfrjff a s 
SRICtt. *BHfft»3. 9 1 2. 74 39fcgiIK& 
ft*J:?CHK*TfiBfr7*%*-t:*>' ( f eraoxet 
ins) : fflfflm* . 3 14. 081 #fcifltt**t 
4i5 CHR^m* y -b f - f : KBffffiff 4 . 0 
8 5.22 5mzffl8,2iih £ o £W9Pnt&7A>#* 
•t5y:*EBt*ftW4. 064. 2 5 5-9WEHS*i4 
«fc 5 iZMSFlffirf V?>Wy ( i n d a 1 p i n 
e> :*CSHtft»4. 109, 0 8 8^KIdBiSil4 J: 
5 fcMRaraKr4 ^fn^ty'y ; J(I4 . 4 7 

8. 836^KEU»nSJ:?CWKpr(iMr£iH*S'r 
5^:#ffltt»»3. 9 12. 74 3*4fc(i#HRS» 

ai4. 007, lge^uieasntidtMRirt&ar 
^uz^y.tmmm. 5 36. sis^tiea 

S*i4 J: 3 ic WTffcSr-t/U h 7 y v ; OT^^4 . 
92 9. 6 2 9#CieaSil4J:5t=aKartK:£'rh 
7SV :»J:tf3|EQmff»3. 9 28. 3 6 9^(c*etS 
$il4J:4CSapm6Qr^^V ( z i me 1 d i n 

tUTfcafeiiftfflHWr^hS'jyii. U. S. 4. 
536, 5 l8KSSft4J:a(;aHT«ni6-Cft4. ^7 
h5S^(±4^, jty-r^r (SJiffilS) tu-ct^^ 

ft*, flt L-Cttffl^TBBSrSSR Itli. JJEwSSR 

[0047] ssRiti, >mmm%izftix , s 

li^Ufflft-C. ftO. OlnigAg/BH»5 0 0 
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mg/ks/0, #4L<li. lBfttOmOmg*! 
t>¥l3 0 0m 8 «MlWltt!-«4-*-&. L*'U fefK* 

[0048]ffli£6i::. UA«S:43-tFn*x~3 
~*f-/^Jt-?y/l4i»&A (HMG-CoA) 1^7 
*~«fHWJH <x?*y) t^-Cfciu. ffltt. 3- 
tFn*S/-3-**^$01^y;mB3BA ( H M G — 
CoA) VjT99— tlMJIi. MS. 
-3-^f-^^'J/HI8*A (HMG-CoA) 1/ 

l/X?n-Jl&dl£*>l'3mBffS-C4>4. HMG-Co 

Ao^^a^-h^co^micifD^-rs. ^at5taw 

10 0 4 9] ^"WKLfc^Tfeffl^ffiSrftFi LV« 
^f-Xtli. *ffl«»»4. 68 1. 8 9 3#CB8SsS 
il47W^<X*f-y. JBBRSftSS. 273. 995 
^fc|fflm3ft47WI^X:??-y#/i^'W*,. U. S. 

5, 502. 1 9 9fcBK*3*U*y><XW. ft 
#HS»tliSa&«W 7 38.5 1 0 A 2 9CR*g it* 
yiW<X9*> (daivastatin), Rfflftit 
tbnfiWffi363. 934 Al*Cfi|ij*3ft47fH 
yb*X?^-y (fluindosUtin).U. 
S. 4.7 3 9, 0 7 3tiSJSSilS7^<Z?^ 
y, U. S. 4. 23 1. 9 3 8tlS}^3ft.Sny^ 
U. S. 3. 983. 14 0{Cl5]^3ilS^ 
U. S. 4. 346. 227{CfSl^$K 
47*7A'A?-?-y, U. S. 4, 4 4 4. 7 84 tSa 
jpSJl&S'Wtt MtfKU. S. 4. 44 
8. 784fc,J:tfU. S. 4. 450. 17 1fcBK« 
^ili'CDX^fyfve 1 os tat i n) tf£±i\ 
4. »Cff4U»3-hHo^s/-3-^*il'^#y 
rt/MMSAl^*-- WMFHWi. TWWtt** 
y. yth-/KSa»!«K) fcl/CWUfchirh/W* 

Tfc»yi47*?^x7f-y. UJ:V/3-iU (£»n 
ffi) tL-Ct»»fe*i4S'W<x^-fyi jfei)f{=*maW 

[00 50] x^f-Mi. WWrA#U«L , C. x? 

#WfH*C. »0. lmg/kgK»1000ing/ 
kg/B. «F±L<(i, «lrag/kg/HM»20 



[00 5 1 ] JPJIi- i^ST^fyy^WS 

{ace ) wmt&Axtito\ raa, rv**ry 

yy»M«t. Ty^T^ysajWHRiStt 
*«?Ft 4 5r ffl-f . A C E l± . KMf HZIBH^ . 

rv^ryxy 1 1 ^cory^r y->y i vwmz 

ACEM^rM. UlTC59*t4»ft 

[ 0 0 5 2 ] »t U*AC EKWBKtt : ^EfiUfsff 

4. 248, 883^teBI»S*UT9-fc7*y4/;#ni 
ttS«54. 4 10. 5 2 0^KBHSSn4'<-Hf7'y 
* ; *HH$»JB4 , 04 6. 88 9^^1X354, 10 

5. 776#tHIiisS*l4*ri-ry*;*ia»ft» 
4, 4 52, 7 9 0#£^£il4*ci-*-7yA';#I9 
WSFSB4. 385. 0 5 1^(=DHsSSfi4T?ryA-: 
#H»tt»4. 374. 8 2 9^CRaiT^^4x^r 
'J^ ; #BM$ftSft4 . 337. 2 0 HHCBIiSS;h47 

*^/ry^:*jaw»»4. sos, 7 2 7<h=bw 
$tih4$rrviu:mmat4. 555. 502^ 

CIHin5*l4y^/ry^:3H3m*fiB4. 344, 9 

93. 5 5 3^(dS)5?3a4^'<./l'hry/Kmove 
I t op r i 1 ) ;#HB$S1F3B4. 5 08, 7 2 9^fc 
B85?Sil4^yyHry^;*ffl»SFSB4. 3 4 4. 9 
4 9^tBB5tSn4*+7-y* ; *B»5SFSB4 . 5 8 
7. 25 8WzmKZiiZ>yZ?V>\s;*mmm. 
4 7 0, 9 7 2^;BH*&*l4xK5ry4':J|yattff 
S&4. 6 9 9. 9 0 5#fcffl^Sil4r*#7*yjl':fc 
J:tfiH3ttftSIJ4 . 9 3 3. 3 6 1 ^UHKiSil* 
yK5ry*:Sfelrt=*OS«tM*;, MWffc. 7oK57 

[00531 AC EBtWntl. ff&WfcaWSKJtL 
T, ACEffl«H*Jilffll4«»t=JBt-C, #£L< 
li. *S4fttt»Wffl*-C. «0. Olmg/kg/H 
Hfi5 0 0mg/kg/i3, »4L<ii. lB*fc*) 
m0mgfrfctt300mgOfcBSO*-C&4+4. L 

i>. ii3s«i?ftt-^4ftiAA ! . 
[0054] Mi, \M)^T>**t>1/>~1 IS 

3ft (A - 1 i ) ry^^-xht^-etJ:^. ffl 
3S. ry^-fy^y-i ia^ftry^rf-xni. 

y^ryyyl loAT,SS«5^)tt&*aBir4 

iffits. a~ r iry^rf-xho 
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[00 55] #4 U>A-I I7y*rf=J*MC(i:* 
ISttffiR5. 196, 4 4 4#fcBB*S*i.4J: ?fcflH 
»ni&Sr*>T't^y;*OttffiB5. 1 85, 351 

ttJWRS, 270. 3 1 79(=nqt3*l£jt3f=flSra 

fflSr-f fl^^t- ? ^ : 7?mmm 5 . 1 3 s . 0 6 9 ^ 

(:|IBipSit4J:5taRsnififta-9-^i'> ; fcitfiKH 
»fr*5. 39 9, 5 7 8Wz\%K$tiZ>Xolz®m 

id, o-tfvi^y, ^/l^l^t^y&itf^-tfvl/^y-e 

[00561 A— I IW^H±, 
*fcttfC. A- I I7>73^AhfcJ:tfft*t2He 
ST4L<li. JWg*fcli#fflffiJIT. »0. 0 
lmg/kg/BHfi5 0 0mg/kg/H. tf 4 L 
<li. lH*fc9mOmgfrfett3OOmg0>«Hfc> 

[00 571 JMIi. H**fir*r- T5/BS<GAB 
A) 7:fcAh*aX,Tt»J;Vi. ffl2S, r-7$yBSfiS 
rrf-XMi. «?L»ft+ffitt«»ICiJHT. GAB A 

SHS*(=e^t*»wwB*jiH-. GABAti, «n» 

GAB A7 rf-a h«ii§ttl±, Janssens dc 
Verebeke. P. f>. Biochem. P 
harmaco 1 . 3 1 t 2257-2261 (1 
982) , Loscher. W. , Bioche. 
m. Pharmacol. . 31. 837-84 
2 ( 1 982) fcitf/iftiiPh i t 1 i ps. 
N. £>, Biochem. Pharmacol. . 
3 1. 2257-2261 C|»KSil4*^i* 

t 0 0 5 8 I if 4 UK! A B ATif-X hfctt : U . 
S. 3, 242. 1 90CBHjp$*l4±3KIIW!Brffi 
^AytHHU. S. 4. 0 94. 9 92KB1SK3 
ft&J: ?t«Kisr««r7n^W H : U. S. 4.3 
7 0.3 3 8(=BB5!«*i& J: 3 Kif8SM&y/W- 
)V\ U. S. 3. 471. 548tS8inSii4J:5t 
mWlW^ny^V ; U. S. 4, 024, 1 7 
5tC^5fl4,fc?(CiBl^f^/A^^y {- 
v>+> (3HWM) ) : U. S. 3.960.92 
7 KDHSSfii J: ^ KMRTOKr h U V ; C a r 
razf,, Therapic, 1965. 20. 



U. S. 5, 010. 0 9 0(cB8iSSli4J:itSTO 
^fi&r^tftV (tfeHM- (fitti&iffi) ) : U. 

s. 4, 602, oinzm^ztizxiizmmm 

KyZhVity (yZ??->U($m®) ) :U. 
S. 6. 028, 2 14tBffin**i4J:il:90P«ne 
frrutfAyy ; U. S. 2, 4 0 9. 7 541:131^ 

(S&ffilK) ) :U. S. 2. 948. 7 1 SfcTOS 
gfift J: ?(=HKTOfrfr (t^H— A- 

(fittffift) ) :feJ:tfU. S. 4.5 13.006 

?X (ftftftR) ) : X-VtZZtLhrtGABATJ-Z. 

10059] HHttt. #3WJfcU:ff->T. Sit tX 
ffll^ns G A B A 7 3*-- A Ml . JJHsl4 fctWMMffl* 
T\ 1 Bfcfc 0 . «4 m g/J6«1-£aaSfc*0*Sk s 

kg«asHrciM-sfi.*"ca*5. i&a«-& 

htfCffll^fS, 7V#^y>li. lHAfcO.*t)3 
0 0 m g A»fc» 1 2 0 0 m g-?ft43*l££4 o I : ii 
Wyf^ti. lBfcfcO. »6 0 0mg*»fc«3 6 0 

{0060} n*flrfis r, j3-yi'*x*y9- 

■iiiaWH (GP 1 ) £*X/Ct>J:». ffl2§. ^ya-*' 

y***y 7— tfHSflffli. a-7 , y*A* 'J 7- 

*^4. v^4»H*fcl43HI,. fc4Mi»JIttJ:tf 

14. *0a»W!B5. 988. 4 6 3^Kafi»Shfi J: 5 

»J6Sil4. «Q3tt»ai5, 988, 463^, PCT 
ajMiMfiWO 96/39384^J:^PCT»>?fl 
W096/39385U. nX'h^X b JUGP I »M 

[00 6 1] GP Hi, Wi««t«U, GP 

BffltC, »0. 005mg/kg/H36»fe»50mg 
Ag/0. jtf*U<li. lHAt»).tt0. ltng/ 
kgfrfc. IBAfcO. ftlSmg/kgOKHtotfC 
i5^4. U*»L. »Sr«UM#A«llHc)&tT. ii 

[0062] MU. n*«44VjHfh-*T*tHny+ 
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-mm ( sd r ) *%A,x-t>xw mis. vinf h 

-*ft ho*'-*— tflMflWi. y^fh-^rt ho 

fctiSfcfcti. n*«5r41Mf*fcliJMt.. *4nlitt*I 
J: tf/4 fciifli?) i vMri t flirt, t 

x^«s${kSr«ifct4. 

[0063] ftfflflWrS D I Kli. #W9J*>ttS;M=tt 
»3flfc#BHS»aB5. 728. 7 0 4^*EH»W» 
5. 86 6. ?7 8^JtfPCTffil|&HWO 0 0 
/5 9 5 1 0(=fflipSn« t»« : tttftC-eaKHMi. IS 

il4. ffSUtSDICIi. sW 
[0064] 




*+. R'. R*, *!J:VR s (i. WO 00/595 1 

0 & i: ft 9 X't> 4 wft^ft/^ans . 

[0065] SD I »Stili. *%Bf!^JSSAt;iSSS 
ilfcPCTEtiffll&fiiWO 0 0/595 1 OCPHS&l 

[00 6 6] SDia. W^WKSfcHl/C. SD 

WHftT. fiO. OOlingAg/BHfllOOra 
g/kg/a. *F4L«i. lH*fc9.»0. 0 1m 
g/k gj&»&»l Omg/k g«RHfc)jr?a4t4. 

Tfc. fiaSfc*tt*'*4fflAA<. H«Ott«4H=Ht4 

[00 67] JHIi. t^4*x*^xx-f7— t'5Sa 
(PDE-5) ffl*»**A,TiJ:o. IBS. 

( c - g m p ) #m p d e - 5 mmm * 

4A\ SHStf4*». 4£UPfcfct4. U*«fr4flj3t4 
fcliflfc. A4WiBj»feJ:tf/4fcl«flW>j&»fr4« 
A^irtttflM-. i5LfcflJ«JI±. PCTlUH&ttWO 
0 0/24 7 4 5WeaSil4J:a$:r-»-fc'feU: 

*tr>-c, assets, sata^sft*. 

[0068] ETFOiMHMWi. *»flH«JHtb*CfOT 

t*x*s;xx^9-- b'5S! (PDE-5) wmim 
»t&*t£fcS2W4 : PCTSliH&ftWO 0 0/2 



4745 : PCTiUH&KWO 94/28902 ;K 
ffflftSmmo 4 6 3 7 5 6 A 1 ; BtfHtt3ttUHftfB 

0526004A i a xtmmm&wmo 2011 

88 A 2. ff*LH*X*>fXX-3r?— b'SSmWff'l 
ii. *DEHt«F*5 . 2 5 0. 534 ^fc,fctf#I5 , 9 5 
5.611 ^tcjnSfi4 J: 5 tHMP(ra&tS<^T+7 -f 

4?x>-iS^T^7^^) TAS. *SlW«rPDE- 
5fflWHfctt4fc. ±tH#tfcPDE-5HlWt!«M 
fit*. R«tt. 7*oK?-/^lSj:tf»SeWtftSt9ft 
J3t£4ft4. 

[00691PDE-5 Mild. T*WPfra«*fcfl 
LT, PDE-5SWHfeJ:lfla4tSI»fcJ6tT. #4 
L<1±. *H4fc{i#MfflttT. tt5ms/H*>fctt5 
00mg/a, «F4L<1±. »10ms/H*»«»25 
0m S /Q£r»iuiaoifC-^4t4. LA'L. j&8W4* 

*4«A#. «<f«ttJtttt*H-4a«f5:fflft*»gf 
[ 0 0 7 0 ] KKi. fcvMrS7JH*-*U* r 75'— fcTFH 

mu. mm. T>w-zuy??-wzxnxmz 

n4. ^iua-xwy*fc:h-/U^ife«3esiSH»t 
4ft#ft£flrt. *EWfr7*K-.*I^7*™tflMF 
ffltcli. *ISttffiB4 . 2 5 1, 5 2 83K!H*3*l.* 
X+iVVX 9 -9 h , *GBtftt£4 . 6 0 0, 724 
|B]>F£ft4HH'X?-/K XOIttlttM. 4 6 4. 3 
8 2^. 3S4. 79 1, 12 6?£J:tfiB4. 831. 

04 ttwmstihx.w),*9*? k «o»mn 

4, 734, 4 1 9^&£tftR4 , 883. 800^(C 
m&toA J £+V7.9 •/ K Sfetffc*BlttffiB4 . 9 3 

4. Bi&o«iatMTtt. *«5t«£ft4. mem 
fcpDE-sawnojutt*. »wftc. roK?^u 

[007 1 ] liO^flWrT/V- K-Xl/y? f-vam 

miza. * i 

[0072] 
[ffc4l 



■A — R 1 
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£4il. : A(±S. SOifcliSOiTiiO ; R'iJ 

tiHe t». -CHR<He tiifcliNRSR'Tfty : 
RMi**±fc(i <C,-C 3 ) TfrWVM : R s li 

(Ci-o 7/t^k ry-fl'ifciiHet^* 

l ) : IVtitieVX'h*) ; He t'litys^k t'JS 

s?jk t5i/x/k ty^yx/k *yy/k -fy*y 
y/k *-#-yy/k *y*-fry/k 7 95&-t\r. i// 

yxyk f7t'J^, rr^'-Zk VyVJVy 

y-yk tr^y/tu^y-^, tysnty^xx 
>k tysntysx/k tyntysi//k tub'tr 
tynty^vxjk to y/k 75-^, 
*xx/k 4 sy/y/k Jt^-tf-yy/k -y-rvj/u. 
ktv;*. -f vsMMr/y*, -f/if-ryyyk hj 
r*/y/k **-*-s;7*/y/k f-ryrvy^. r b5 
v y ^ . -f v h y vk o-y 7 5 -/w . *;> y-?-xx 
>k ^yy-f s^yy/k ^yy*^yy/k '<>"/■?• 
ryyik ^y^yy/k o-y-f vai-w/y^. * 
yy-f v-f-ryyjk tootyyvk ^ntyy/k 
f-x/tyy/k -fsy/nty^k *«WoKy 
-f-ryotyyyk t^ynty^k ^v** 
ij-yntryy/k -f y*7yotyy/k tootys 
yik 7Dtysy;k *xytysx'/k 4 5^yo 
ey 5 x/k *W/a)£V S. x/k f-T'/nty 5y 

;k t5yQty$x'/k -f y**^ynty x'S/k 
-f v-f-ryoty s^'/k tont^xx/k ?ot7 

x*x/k *xyt5x'x/k 4 5#Vob*7xX/k * 

^t/oe^y-zk fr/oe^y'^k t^yat 

7xX/k -f V=r*-9-yot:-5yx;k -fV^-T'/nt 

5xx/k taoty^xx/k 7ae'^yak *• 
xy t y ^i^'xjk -f 5 f/n t y ^x'x/k 
Dty^*x/k ^-Tyotry^yxjk e?*/ney 
^x'x/k ^y^-tyoty^yxjktfcii-fvf-r 

yoty^x/l.-CA') : He t«(i. HffflfcJ:*). a 
d. (C!~c s ) 7/ka*xj(r/k*x/k 

(C,-C«) T*t=***i'**i|t:*. (C,- 

c 4 ) 7/m*x~ (c,-c,) r;p^k c (oh) 
riir^, (Cj-c, ) 7/i^/Mr/k-Kx/i/rs H. 
(c 3 -c 7 ) j^or^*yW//k-Kx;kTSh\ 7x- 
/ka/WKx/i>75 H, "CyxMk 7*x/k +7*-/k 

-fs^yy/k tyx'/k hyryy/k 
yyyk **-vyy/k -*y**-?yy/k *-ryy 
/k **-tsfryy;k -?-7x7yy/k f-hsyy 
zk -7-xx/k oyf-ryyyk toy/k t^yy 
;k *yy/k -f v#yj*, ^yy*-yyy/k ty 
^x/k tyx'/i^x. tyx/k*/ki;x/k 77 

X/k 7x/*x, -f^7x/4r^. (Ci-C ( ) 7A- 
*/k*/k?xX/k <C,-C 4 ) 7^=t/kX/kJ:-/k 
(C 3 -Cj) x?o7/l^/k ffi3!fcJ:9 3-7iU'«7 



AtfoTKiftSfifc CC,-C 6 ) 7/l^/k aftliBrS 
tJ:0 5-34-W)7/l'*oTattt5ftfc <C,-C 4 ) r 
/ka*xJ: y*xdSt(=aiRS*i4. 4T-«3m 
&TEJ8?;fi : H e 1 > fc|RW-*BM«<OII*+rafiS! 

*cvx/k 7i-;k -j-7-?-/k -fs^yy/k tyy 
;k mrvyik ^yy^f sryy;k #*ih/y 
/k -fy^'vyy/k ^-ryy/k ***y*ryy 
/k ^Tx'ryyyk f-K^yy^k ^x-;k ^.vy 
■j-ryyjk toy a-. t?yy;k ^yy^k •yv^ 
yy;k ^yy^yy^k ty^yx/k ty^m- 

^f->. tyj/'AXA*x/k 7?x;k 7x/-^r^. 
*7*y*M:k bKodfk no. bH 

(C,~C 4 ) T/l-dr/k (C,~C,)r^3+ 
i'- (C,-C 4 ) T^^f/k (Ci~C s ) TJV^}VXiV 
7xX/k (Ci-C s ) TfritfrAfry -f x/k (C, 
-C { } r;^AAA*x/k msiij; ") 5-54TW7 
;usl-n-caiftSftfc (c,-c 6 ) TJU^k fcJ;tms 
KJ:»)5-?4-W)7^DtaB«S*ifc (C,-C,) 7 

; h c t ' cm?«nn&9j&&f on&r s ^ 
yyjk jf^yy/k -f*/*w/y*. f-ryy^ 
feiVt^yy/Hi. Hratiy. tno^-i/, ^o, 

(C,~C 4 ) TiMf/P. tHo^^- (d-C,) 7^ 
df;k (C,~C 4 ) 7iUa*S/- (C,-C,) 7** 
;k f»M(=J:0. 7iX/HSftl;:fcvvc, l^coc ] , 

Br. OMc. Me4WiSO ! ~7iX/Ut-a2msn 

ft (c, -c, ) 7A'*;i'-7iX/kfc "jafttasisii 

~7xX;Hi. ^±0. 7xX^8fp7>(:«Ut. 1 
•JACK Br. OMe. Me. ffigC J: 9 SoiTO 
7/U^o-C'ESmSilJt (C,-C 4 ) 7/P^r/k 4fc(4» 

aiciysoi-c^/^n^JfiS^ tc,-c,) 
r^3*^-cat»S*it : R' J feJ;^R 13 ii. **tti 

{3. **4fcli (C,-C 4 ) 7-;Vdr;>-r-J> 0 : He t» 

fcit^He t»it. **autt:. -r s^yyyk tyi/ 
/k b'J7yy/k ^yy^f s*v«j*. *#**/y 
;k -fv**ir/yik f-7'/y*. ***y7*/y 
/k *7s?7yy*. rh?yy;k f-xx;k ^yy 
^7yy/k toy/k t?yy/k ^yy/k ^y* 
yy/k ^>y^yy;k ty^-x^k tyy^ 
ey^z^*xjk 75x/k 7xyjf^. f- 

^xy^TfcO : HetJfcJi^Hetsii. no. 

(Cj-Cs) 7/k^^^/f^-Kxjk (C, 
-C ( ) 7JMFU=**4^*^*x*. (C,-C 4 ) 
r^a^fx™ (C,-C 4 ) 7^=*f;k C (OH) R18R 

19 . (C l ~C 4 ) 7/^^y^x/prs K, cc 3 - 
C 7 ) y^Dr/^/W^-^rSK. 7x-;VW 
^-ykTSF, 7xx/k +7-fyk -f S^/'J/k t 

y^k Ny7yy/k 'oy^s^yy/k 

y/k 4 y y/k f-7yy;k ^-t^yy 
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/k *TSWJ/k Th7*/'J^. -T-X-fW 

+ryyA\ eny;k esyy*. -fv* 

/y/k ^y*-vyy/k tryy^'-zk KV&itrt 
ify, £yi/'A*/u*-/k 75-vk -f- 
3f7i/^, <C,-C 4 ) 7A*A0Uk7:c-/k 
<C,-C 4 ) T)V*t)VA)Vfc=.}V^ {C 3 -C 7 )^?o 

(C, -C, ) T/M»k aJtliBtatJ: 0 5oi"C»7 
M-n-CBEHiSftfc: <C,-C,> 7A-=J*^J:y. 

BfStJ:*){B«lSn: He t*liJ:tfHeta(=BW4at 

KUte)jtai*wfie7*^. *7*ik >uyyy 
/k tyy/k hurvy*. ^ $^yy/k * 

ryy/K ?-7s/7yy/k f-h^yy/k fi-*. 
^yy-f-ryy/k eny/k e^yy/k */y*. 
-fv*yy/k *v*/*ir*/yik tyyy->K ey 
i-'/t/^y. Kyy/kXA-tfxvk 7 7-;k 
^ *:*7x/*Mi. JSSCiy, tHn#k n 

D.bHD^-(c,-c,)rwjk (c,~c t ) 



7/HJ*^- ( Ci ~C< ) 7A*/k Brat J: 9 5o£ 
■C07/l'*nTSEttS*lft (C,~C, ) 7A*>k fcJ: 
OW2CJ: 95-3*-C«7JU*oTaBftS<lfc (C, - 
C,) TfoTi*i/X>0'&iLlzmifl2ix2>. 3o£-cmrff 
JMfrcaraSft. : He t»aj:tfHe l*[=W-f*8BJUS 

?>5t&+f>ffliM s yy y a . **-yy y 4 y 
u-yy/k f-ryyA-tsitfe^yy^i. sac* 

y. fcHn*^. t\a, tHo^y- (C[--C 4 ) T)V 
JfJk (0,-0,) T^a^y- (Ct-C 4 ) 7A* 
;k ffiati"5 5o4-C«7yl'*a-caBftS*iA {C, 
-C«) 7/Mf/k feil/madJ: ^304^7^ 
nx-am^iut: (C, -C, ) Ttva*isk y&fcKaffi 
3fU. 2orcoE»T-&m3*l:-rL-tR 18 fe,fc 
VR 19 Ji. **SfaitK. rtsfciifcli (C, -C, ) 7/W 
ATfcSMSU R 3 4«NR«RTCA**&. A(iSO, 

1 0 0 7 3 ] * 1 0}7lW-*uy? 9— tfffiWWIi. 

[0074] 
tfb5 3 



Het'-SH * 




I C07 A b'-* U ^ ? ~»fffl3fS!Ki. 5S 1 - 2 eOtfJG 

1-s e y yyyft jtifis: 1 - 1 ©ttSHM-sr-iW^H 

-in-i*. (C|-c E ) rA*y-A*T*. nvij 
y&g <c,-c e ) ryi/3*^K*irfl>aafcRffiS 
«E^*-A-«r^*y4wat»*. #±u>r 

;WJM(C r C 6 ) r^n^mi. iS5£3ii£ 

hdfxHtei^y^At-yh^^KA^ins. a 



tf. ?qd, (C,-C s ) W3*k 7*^*y 

>^**^afc{i7x-/M"*->tf. mstci 0. 1 

l-2W(l:A*fcftCiMW4. EKfc-fciWfU 3C 

t^iBKoaSBSBKTl'r? . * 1 - 3(0fl:A«i4fc. 
R 1 . R*. Z'fcJ:*/Z*A<. Jt(=««Lfcttiy-Cft4 

1-2*. y ttArr^n y ±m^StK^ 

7 An* is Kt*trffiiSMett»*Wrir«>KIPRSttiS 



(& 5) )03-lS0399 (P2003-180399A) 



A. Tb7tKo77y (THF) fcil/^X*/!'*^ 
ATS K ( DMF ) Kt)£0XC.-7-n>mW**tli. » 

#&4*u. tfiUir/wyifciirjurtyjaKAa 

(C,-C 4 ) 7/U3*5'FI=tt. R£3*l4i>lfC1i$: 
Hi*. *y«W»t-7>*5'F*»a!Mi.4. S?4U*& 

JfflKliDHF-c*4. stl - 30>ft£Wi4<:. KiSH- 

SMc£# U 4A£-£tr. DMF. THF. S^yAifc 

iraKISi* »«. HEBBEttiVfte 0"Cfc^l 2 O'C 

551 ~4 a£Jtf/£fcfi 1 "4 b^W^y 

4U**83i. <iK4^{iSiR^t'^WES^WET4 
fcl4#ffftT. 3 0%3MM&JeWWS$l-3Ofc£a 
mttffC**. M«*F4 U^IMkSH;, tS«tLtO» 



(fj*^-?DDa3c.@.*iss (mcpba) t*«, ai- 

3«fc-&ft*>iMtCA*. sua*, 
jaGHJSi5AlX«2 0X:tPj4 0'C^f!g?3ittK-C. SISflK 
^W)»«»itt J: SN-^f d r>' *mm:mhti 

«, 3*»fc6B$|3EW"C3STU ttTArt^^Kl 

HA J: 9 1 . 3 B«|3]l£2tifc . 5ST^ £ TOBtttfft « . 
RJEA^j2 0 , C^«t^3O-C«fSlTlTt>Jx. ^LTl 

h7bHo?7>4^l± /xfjl-x-f^ ifWRJCT 

[ 0 0 7 6 ] « I QTfrY-Msff ^— WfiWHtti 

10077} 
Hfc6] 



Het'-Z 3 " 




[00 781 A2C#WC, *I0T*F-AU 

fci-sT. Het'-ZMi. 3EC. 

2 - 3 « 7 A* suv t U r M f EiES 

<. cmft2-4axjfefc:ji't;y svyti. Aortas? 
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z* # v A-c$,5st 2 - 20)it£mmmz> . + 

tK5 t Kn77>". yVJA. ^y-tfyfcitf h^x 
y£&ttta&&%0t&4ftS. KiSli. #~7 8*CA» 
feft 0 'Cf)i£l£fS J: OTME-Ctf 5 . *2 - 20fl&tt 
Sr. ZWnn, (C,-C 6 ) TiW+y, 7i=^ 
^-^r^S^ii'O' V^^i/Xh 0 , BE? 

^iftii^v^^dfx^. mac* o . i*9ftftii2 

"O{0?on4ftl4^^/Wrc3»Sn-Ci»4. 5S2-3 
*2-4«ft-&«*JBJft-fS. SJBli. x-r^4 

7>\ yY'M. ^y-KvJUtfMxyifcJfrtwS 




3-4a A = SO 
a-te A = SO, 

[0082] X*-A3£J»vC. Ft'. R*. Z'tiX 
X/HeV #±(318 Lit fc *s 9. -fL"CR 3 A'C 
HR* - He t>-C^S5tI«r^K-^U^??— til 
WMtt. 5t3-l«ifc&«£. S3-2nft6ftfcRIG 

*&. £«>J:9(C. L*f?DD, yot, 3-H. J*? 
ftfcKIGStf. S«3-30(t^ft&»lftf4. ElSHt. 



[0079] W)X*-A2tLfc*t->t. *2-4 
*#M«Br4fcttMg 1-0*4*2- 24>ft6*l*K 

Sr. tf4 1 <(i in situt. Z*tf±(3£RU: 
tfcO-CJ>£. :*2-3?>fk£fti:5i£S-££Ci{::J: 
■rC, HK«Fllfrca&. Rffi(±, HRttfc. x-xrt.4 

RIPRStti8«+-ClT?. »4Lir*i8ttfc(i. EK£$ft 
£#j* f &4fis. RjsaKtitt- i o*c*^tfj4 or« 

BKI!t*2>2>. £2-2a/yx*--/t'K£?>$l£li. 3 

z. 

i o o s o j a i ff>T)\s¥-*isy? 9— emmit 

[0081] 
Ut7) 



y. 5***-»/->\ r-feh-h l J^4fc(4^f-^^A 

»jC?^ooi«BBLS» (MCPBA) . ttilim* 

5«3-3*>fl:£ft*Kfl:U f*i«ii.#3-4afcj: 
V/&tz\i 3~4 b^WkH* ^ F 4 fcfct X)\s*-Mt 

(CJloT. J&m^-CAS. MCPBASrfflH&*&. 

*?4 uws^/mmt, 
u*i\,^tcmmmif-£&tii>. msnnm. Stati? 




(£7) )03-l 80399 (P2003-180399A) 



t o o s 3 } * i w/H-'-^ur??" mmmz 



[00 85] X*-J±4t,Zti^X , R', RiJUVZtf 
±8*>J:}t:jSI*S*U -eU"CR 3 *f-NR«R7-C'J)5 

ft*. RJPRSttiStt+T. R 6 fc.J:tfRV;'_ki!E<OJ:d 
KJt»Sft*:SHNR«R'0>7 5yfc. SflfrHNR* 
R 7 , fcsmilHig&*t4;MmMrtv&*. hUx^/k 
rsyifcay-f vroe^x-^rs >-=5rW5.ar 

4. £«eatetf4U*60S*iSte^fcli. 
4*>(fC(i$r^A I . *mt*f-u>» ?QD*/W. yl 

£4ft4. KJQi. *f4L<j±, rjoicA'tfji oo-c 

nmSnm'Cfrv. £SLTHKU:S3-lS>fl:£ 
1 0 0 8 6 1 sU (DTyt' H-^U^ ^-tifflWHOK 
4£fcKJ:->T, SSKra™***. *£tt&S£ 

<>AXh*i/K. AJMtth^A. *'JW^h^ 

h. Ktt*y>A. aaBW-MJ^ *KftT^i"> 
a. jfcStft/r/i^A. *c>-ir-j^. ayy. -;x?y 
-*rsy. vupytttv hu* 9 $>xhh. ffl 

li. jff*L<(i, IHSFffi^, 184* ^5**4 JH^iSiK 

tzztiz£^xmmz>fi\ ztdmmxv/tti 



10084] 
Mfc8] 




-#Wrif« (C,-C,) Tfrv-MSSBMfrk. &4v> 

uzmmmxhz. 

[ 0 0 8 7 1 I <nnv F-X U ^7 tfffi«H«lB! 
2S8fcOiS <0UtftiS&iSL ftftftgHB., P-h^xy 

x/w^ksl shus) . zmsmntm. mum. 

lfy>S8Z*SK, ^xyfiSJfl) T'fcSIS. '>&<fcM 
U KIBE, ^SHA^iJS, yy«**4fcliy*Rfrif 

«a*«4 lubl mmx^Lx^mit^^m 
*4*\ jfcii^fejiv/ifciwrawEwaaBtjto 

;k x*/-JHfcfcli-f vro^y-iHSriffl) (C,- 
c») r#u3-iHt»«*»<>. ftivMir-fehv. 

4. 

{ 0 0 8 8 ] 5$ I nTfrY-AVf99— fe'HLWfflcOT 

[0089] 
HK9I 
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I 




5^, PrA { (C,-C 5 ) T)V^r)Vtt:ltKy^)VX r h 

i^f-Jl^^ATS K. rh7t Fn7?y4£lix- 
7 t /Wtitt>R6tffStti8B+-C. XKMk&to*. Pr 
tfJifcfcKLfcfcS'rCAO. *LTX/Wn*. ?o 
n4£(±3-K"CA4. sCPr-X^ft^ftt. 0Uif 

fcswi. eox;*»wanajaoRBioifl*-c4T5. n- 

14. -«WtC. tt-6OiCA»ft»0iC«JSBI<Oia«-«f 

d. c5LfcroH5»/*ai!t4fli«*^. ass 

atSSCMWCA* 5 . 
[00 9 0] 7iUP-xi^^^^-«ia«fl(=J:«. * 
U *-/WI8flfflW i , SWMWrr t -t-f ( J . Ma 
lone. Diabetes. 29:861-86 
4 . 1 9 8 0. V ^ tf h -IV. 

m m ) CLfctf-sT. ^*(CJ:^-C. 

ft*. fflftAfcoa^-rar^H-xp^^— fa?? 

«aS3H. fflv^SBB«flaiW)«ffl. ?*iffiT4tl8K 
#J:tfA4fc?W«*?-4SWS«>fiE«K 

jEt*-cA*$. Tivv-xum-mmn. ¥ 

*T. #0. OOlmg/kg/HHfilOOOmg 
/kg/B. $?4L<li. lB*fc9fiO. Olmg/ 
kgfrfettSOOmg/kgiOJSBlWJlrtt^i. L 
*»U ^t4tt«**>tt.Wcl6tT. ££ft<0A4f£ 

t. la^tstffA'AifflA* 1 . ««<oi«i»#t*«-*a 

WS:fflft£ifcj£«-CA* 5 . if 4 Ui7*H- XV? 
fi. ffib<l±. IBAifcO. 250mgfcJ;tf500 
[ 0 0 9 1 J mil, JUS?. 4fc(±8J«3Hfclfl**i3* 

x, xxmajmntitotzm-rs. m <n> (±, ma 

S0H*ft(4asWWt*tfil4ttfcJ:v^ JW (SI) 
4. ^fifcflflSHffiBfttt. S±LiU8^. 7W-m'- 



3PL B0SJHl3J:tf**ifetEaftt6t.WS:iro 
f^. 7;l/*vRiiJ:tfttJgOft6iM»Hfri:*> 
-fc'5>^>-^J:^r 7t'r^A C a c a c i a ) &fc' 

*s">a. ^yfl-KK-f-hy^A. tjitf^^^tir 

TA4. HUlolIffl«[fl»fflJ*ftt4fc. KfcJ:^^ 

«nf?f-y*r-fe^«jfia(tt!it Lrtffiffl^ni&cA 

4. £<*>B«WffiLnflflfcH;. 7?h-^4^(4?L 

anft4«fcftt= . *ffisaB«± «±x y * ^nM*«a 

4U«. *aW:ti*fi±ftIi7U-M 
-JH. «ffeftR*fcUSftfi3Hfctt»^*>*. *LTS!4 
U**£. ?UWI4*:tiSi« . x?y-/k r 
oKuy^ya-*. ^y-teyy±fci«4i6«£tWr 

[0092] #ttPS4«fc*>. 
*ttrntu>^y3-/Hi«. Aftt*ii»gMc& 

mt»**<^u * LTiR*»««tt4Tr. 
mm£.t->x, satA^prurcA*. 

[0093] *%9J^g?4^{iWAB5M^ifc£?) 1 
<0B»Kft^T. ftttttSl«*#t4 

fcttHft£$#i*. ttfteonn <w. h. o> x 

(W. H. 0. 1 980/85Te chn i ca t 
Report Series ^64 6/7 2 7^). 
»K«li4fc. *EEIB«*T-^/rt-r <jKDItSe«( 

ffi<08^#SlfcJ:imRff, Diabetes, 2 
8:1 039-1 044. 1 9 7 9 ) fcj: fc. ft 
Hi^3itt&-Cii4. 

[0094] ttSfl-^-D'^-tt. *tt«es«4»6 
tt4-&fiH£fA*). n«ffiA(2 4^)St'A4. T/l^h' 

«ae^tt«jW4 (a-c > „Kisz 

BWlWtt3lCjaG : P*^< t & l-3*f4i ttJ:->-C 
«^-Sil4««OBS|'CA4 . n #2 4 *HOftBZfiH 

t&mwitem9ss&j& we) 
«o«ft*ffl^-c. *«»atia»ni8TA«. 

ffiti. EITOWS : E*ili6. RfltfM. iE+Sa (jS 
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izto^x. mmm <ncv) osflftwtt 

fc C ± . 1f 5 £ fc flf-NHTC** . KKU, 

mum. iLT*mmtiE03±. m. ««ai£SR4a 

19. 3fetffc&¥ffltt«l 2. 24, 4Jj:V52attT'* 

[00 95]«lftJttf$2tt. 2 43fcSfl«DA-C£fK 
**rt-4ZISIMOItJj:lf2«i3Be : l i e*t*l(«* 

7?*il4fcli*/;KA'l'A? v h < 1 O00mg/B) 
t-SttELft. Sli3j:V«2A3lW)NCVaJWi, -ft 

[0096] «^NE«7^-#-l±. O' Brie 
n , P.C.. Biometrics, 4 0. 
1079-1087(1984) KSEUitfiaafflKL 
fc**->t. HOT*. WR*S«fc*4fc». O' Br 



i en««l|5W«&NE/<?X-*-*. 3El*fJttf2 
fflt<yfsW:«lW-4. £$E*JO' Brie nSjti, 0 
JM>109flte±l:«VC«44. mo' Br i enXn 
7T*t±. 8W0' BricnfflJO. 58^LT. - 
0. 5A*^0. 5«J»&£&t4. tfflftffili 0 tft 
4, 0$fltafHi. £S8«BK=itttU £ft«*g£N 

[009 7 J *lfiJ:tf2tfflV^ftSJ:5ftffiII f 1 

ffij *sitf r 2Sjii. (A-c) a Razrs»(cwL 

T, n* t 2 4ift»(0«£fii'4. *R*S?aUi3ft4 
ttfijBe^RSrliH-. r mj li. n#2 4*MV* 
4«4iB& J F*l-5L,4>»fc*V>JSIII#fe|Si-. r 2 
n*<24*$T-£4ttft;B£?$:20?rf4tfc 

[00983 T7-t^8lfcJ:tX?6ffig?nSlW5K2(Cfc(t4 

it«ii. -immmm (anova) aawtft-* 
n. 

[00991 
[#1] 



ft! ^Jfe*S 
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[010 1] 
336$ 1 

QIAamp (ft&fSiffi) 96 DNAlMS* •/ h (Q 
IAGEN, HV7*lV-TW\/*t/T) Srffl^T. 
£lfc*»«V.M>NA**tt«. lxPCR«lfi»I 
I (Applied Biosystems, A'J7* 
*ST*H7*-^-^T-f-) . 0. 2mM MgCl 
i, 40. 2jwMW94v-. 5#{3tf)A 
mpl iTaq Gold (Appl ied Bios 
ystcms) ££t/. *50/i 10PCRKJS+-C. 
fcJ^lOOngOiVADNASHJH*. JflH&PC 
lOT-fT-KHti. -fey A 7 7 5' ~GAA 

TCTTA AC ATGCTCTG A ACC- 3' (5' 

ntt. fltitfeae-FAM-ceaasnrv^) . axv 
T yy.rv4-?~ffi 5" -gcccagccct 

ATACCTAGT— 3' "C'AS <Shah&. 199 
8t:3£JS5ilS) . DNA Engine Tetra 
dffiKfl£iI(MJ Research, fc 

li. 9 5-C9^fSJ«iaW«^ *«tt. 3 5ja|«Itf)9 

sic3o»ia«3ett/6ix;3o»N8«T=-yy// 

7 2r3 0#fS]Z#K, ±Jj:tf7 2X:34HS0>ftft«M" 
KBIi, 2*il(OTAMRA-500"rtS 
U->ffi$ {Applied Biosyslem 
s), ltt\ff)l :4«RPCR*». &£V5u\(0 

"J^75Ky/kt(=iSWU *LTABI 377 D 
NAKflftJfcKK (App 1 i e d Biosyste 
ms) SffiH-CfcSmatWS. TAMRA-5 0 0WW 
HWfc&ftvc. *u-vfcHl/C. ttfttt£±AU 

* LTGENESCAN (ftttffiaO V7h-)i7 (A 



pplied B i osys terns ) SrfH^T. ffcfl 
OPCR««jft«HW6. *<0». PCRSttft*. 

Z/Z-2) fc*<. 
[0 1023 

Z + 4 
Z + 2 
Z 

Z-2 
Z~4 
Z-6 



PCRSftg 
142 
140 
138 
136 
1 34 
132 

k*fcHLM«tf>*£ S <KS) ^aSiSffi-Cfc'). Mil 

*»6RJE*> syrf/H- (mv) Afcli-r-f 

?o.W h { w v ) ?«BE*ftfcJgtt»iawitt*R*r 
4. 

[0103] wn&mmt* *«»at»iW4-* 

(i. SUB-CM***.*. JWttoBMfifcitfltaifcU 

BOHeM (deflection) <-rfirfc%lt#ff» 

<*fci>%iBKlB±fcliE»6«JRIS£Ktt 

AlWWlxrS'fH SfSwtffttU *LTfttii£ 
U0 . 1 m s e c£Ett?&. "f^TOiBiatt. 
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OmrnKKIW*. 

[0104] MftUt. ttrtftajffitt#ttft>&a»&£Ofi 

t r Ncvj ) a. a&£ftiff& 

■est***. aiBNcvii. wmmntate* m 
&£v#&mx-m]m^M53wmmxamvi 

fcotjsaw*. atasasNcvii. isra^tsfcj: 

WSttffiWflJffi (active recording 
e 1 ec t rode) ISItftfBBS:. >Sra£60frOiafc) 

[ 0 i 0 5 3 m. 

i. KiT«ma*«oi»aEi <emg) ke = 

a. 2f-+*/W&»WS 

b. Wftft 

d. «$m't^x±isn^onauuK3eiE 
mat 

3. 154K-. Bii&ffiS 5 . 0*C±#S^^i:fttBif« 
[0 10 6]j»tt1«I»D£. 

[0107} i . jE^rn 

a. WR»#tf>NCV 

b. Mft£tS(*BiH&M&tt) 

b. Mmvm&mtmm 

c. FiSTO)*OT^tffl 
3. 

a. S?Ka»tt>NCV 

c. aaa»i=*w4tt-&»«Baw)KB (Asuarc 

a. *mA'«]H<7>NCV 



5. mtLKimt (*m>e>vs) oNcvsraaiE+s 

6. Rffims 

a. ^<6liSTiM*6J£ffll»B8S#fl>NCV 

fi) 

JJSBitrFtt^fcfcWLTfc. HtWeffi. HIS 
T«S (MilffflS. RKontrapm 

[o i 08] 2. *is. f^-c«»attjj:vie««fi 

a. «itfTiU3-rt'. T-fehy 

[0 1 09 3 b. gfftt. *ffi*i-*l»Tfi<T»)tr 
<. 

3. ifej»iflK3gii5. &ffau&i. m*. ryxtwt 

-7-{-#-X2 1 C-C. JJ${±3 3'CtC, •ei^™i3 2'C 

umth. mm.\$. *Rfcwi/c, w&tixvn 
m&mwmufnmx'. mmmtsxifftm 
izwztb. mtmi. *Lxm&. 7<-ka 

[OU 03 4. wt. -r^-c ws«3iiE«tt. rtfie 

WEB** 4jRSfifca»kftcaj&*"40«r^Itttt 
^mjWtt*M3l (sweep) T+^C*6BnEtt 

[oiin5.ua. ■t^-cofiwwi. «Tw«ai* 

a. SOitt&lHi. ^^feitflW^wHHSfcL 

&. MMlltt. 0. OS&itfO. 5msec«lfa-C 
f>6. SfflWtt. *JJ:*1 S&X'hh. 
[0 1 1 23 6. 
a. jE+3£*» 

i ) waximmt. awnsB«*MR««i:Kar 
<. 

[01131 2) AiSLfliiiWjfSWEffll, «Stt'J-H 
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{active 1 ead) t»L^fir< 1 1.3. Oc 

3) r-xi±, &mat<. 

[01 14] 4 ) *trcflaW4IB. JHittttSli. iSft 

< . ft3««*i»fl>ftfttl±. ( P . I 

0 n g u s ) & j:ZftlH33U3tttt ( F . carpi 
radial is t e n d o n ) ^)|!Sl{cE0Stt4. 

[oii5]5} vt-cjBw^B, «a«a»i. CAt 

5 (IWiSi:) . 
[ 0 1 1 6 ] b . IfHM 

1 ) fgttaettiB&ii. &com.mmn^m&i.iz\s. 
<. 

2) *SWHKi. PlflacoM. »£J8«Wt««H1««iH 
CB<. 

[0 1 1 7] 3) T-Xf*. MiafHE^^l/T, *U 
±fcB<. 

4 ) £ffimBTMttt«ie. ftffli. BftttttJifc. rS 
ttiES«fffc»l8. OemJSttteEE**. 

tons] s > ire*HH-4ifi. iHWifes 

KBT£. 

[01195c. lE+sse 

1 ) «£BHtfEfili. ISfBBSKWLl . OcmafcT, 

AaLiSJitKaws. 

[ 0 1 2 0 ] 2 ) «SHSSI±, jSfiaSBBiMBCJt L 

i. ocmaa-c. PjtAaLffiiKiEiWi. 
[ o 1 2 1 ] 4 ) *trc«a-r4R. MauHHi. a& 

«)*«OL<jK*fL2. Oci«. lE+W&fcfcE 

[012215) VfCWaWiR. fl&Btti. v-t 
[ 0 1 2 3 1 d . 

1 ) ££t$TO£ii. mmi=M L 1 - 0 c mjS{4?\ 



[0124] 2) auSHffiti. mf&Hian»£*fL 

i. ocmmx\ Htis±KEaw*. 

3) r-xti, mx.9tsixmMipmzx<. 

1 0 1 2 5 ] 4 ) 3«8s(i, iSttfcSfflSttfcJtfLfc J: 
*14cmifil2-C. JWffiJBffiBU 1 exor c 
arpi ulnaris tendon) _hC3E< . 

5) tsmmt. «ja»tt(=miL-cjifctcAi. 

[0126] e. IMKSft 

JtKB<. 

2) *»fflKffili> iSttttffKtfl:Wr<i:fc3. Ocm 
iSfit\ Rtfc<WtfSiBLI:fciH<. 

[ o 1 2 7 1 3 ) r-*(4. nat» j:^ieatccsw> 

4 ) flttliMBi, tfffiU< «iSr+iftSlcia->*. 
VfiCtt Lfe i * 1 4 c mffltiCEatt* . 

ioi28]5) mmmt. swattm lt3§&* 

S^SUfettMjhiAt. tt%3*i*:KJ&A 
^ t*405*«rv^ fc Sift********. 
[01291 2. »Wfr*GfeJ:lTOIiil'>4 y K»>£1H 

l*S£. a«W. Mft^ XK»>»*Jjt*5 0SS£iSft 

Jg*fflwt. «£Lfclt*HMr<>Sro. 
[0 13013. &tt<^MttfcN>S*6Mtttt. » 

4. je«&±tra!iara«»'f ye-s'vx, *tftr- 
x<r>m.a J: tflSSKi , ko*- x 7 > a jEHa^ 

tt±»). *LT»5ytMSItt<. »awt8a=Jto-c. BSE 

[oi3ii5. mmmmwrnmawm 
smmnwaimmt. 14. ocm-c**. 

WMHtfflv^. -MXSft^CL. *LT5^^+** 
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(51)lnt.Cl.» 
C12N 15/09 
GO IN 33/15 
33/50 



Fl 

GO IN 3V15 
33/50 
C12N 15/00 



r^y*-&«iaa*f-A -7^06340. / 
oby, -.IM vh ■ n-H, 

H • -r-f <Q7"^y h 
F:?-A(##) 2G045 AA35 BB50 CEOl (B09 DA13 

FE05 GC18 
4B024 AAOl AA11 CA02 HA11 
4B063 QAOl QA13 QA19 QQ43 QR32 

QR62 QS25 
4C084 AAIT NA52 HA55 MU U15 

ZC351 ZC78J 
400S6 AAOl AA02 BC41 BC42 HA04 

R\52 KA55 NA14 NA15 ZC35 

ZC78 



